
I r 901 Broken Sound Parkway NW 
Boca Raton, FL 33487-3693 
(561) 241-9400 
Fax (561) 995-5188 
E Mail Address: RSRegDpt@aol.com 

June 5,1997 

BY UPS OVERNIGHT DELIVERY 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
Room l-23 
12420 Parklawn Drive 
Rockville, MD 20857 

Re: Docket No. 96N-0419: Current Good Manufacturing 
Practice in Manufacturing, Packing, or Holding Dietary 
Supplements 

Dear Sir: 

Enclosed please find four (4) copies of Rexall Sundown, Inc.‘s Comments on the above- 
referenced Docket. 

Very truly yours, 

Deborah Shur Trinker 
Director of Regulatory Affairs 
and Corporate Counsel 
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01 Broken Sound Parkway NW 
Boca Raton, FL 33487-3693 
(561) 241-9400 
Fax (561) 995-5188 
E Mail Address: RSReBD&@aol.com 

June 6,1997 

V IA UPS OVERNIGHT DELIVERY 

Dockets M anagem ent Branch (HFA-305) 
Food and Drug Administration 
Room  l-23 
12420 Parklawn Drive 
Rockville, MD 20857 

RE: Docket No. 96N-0419: Current Good M anufacturing Practice in 
M anufacturing, Packing, or Holding Dietary Supplem ents 

I. INTRODUCTORY REMARKS 

1. The following Com m ents are subm itted by Rexall Sundown, Inc. (“Rexall 

Sundown” or the “Com pany”) in response to the Food and Drug Administration (“FDA”) 

Advance Notice of Proposed Rulem aking (“ANPRM”), Current Good M anufacturing 

Practice (“CGMP”) in M anufacturing, Packing, or Holding Dietary Supplem ents, 62 Fed. 

Reg. 5700 (February 6, 1997). As a m anufacturer and distributor of over 1900 stock keeping 

units (SKUs) of dietary supplem ents, this Docket is of the utm ost significance to Rexall 

Sundown. To generally sum m arize Rexall Sundown’s position, the Com pany believes that 

existing food GMPs under 2 1 CFR Part 110 need som e refinem ent to assure that dietary 

supplem ents, which are typically form ulated in solid oral dosage forms, are safe, quality 

foods. Accordingly, Rexall Sundown supports the FDA’s proposal to develop and 

implement CGMP regulations that are specific for dietary supplem ents and dietary 

supplem ent ingredients. Rexall Sundown participated in the preparation of the industry 
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subm ission which is’ published in the ANPRM, and urges FDA to carefully c’dnsider’the 

responsive com m ents on the industry proposal in form ulating the proposed rule on dietary 

supplem ent GMPs. 

2. However, in questions posed after the industry proposal; FDA appears to be 

suggesting potential GMP requirem ents that would exceed the statutory param eters of the 

Dietary Supplem ent, Health and Education Act (“DSHEA”), and in certain instances would ,.. . 

exceed current GMPs required for finished phar%naceuticalproducts u&l& ‘2l‘CFR’Part2lI. ;i ..” * 

For exam ple, FDA has posed the question of whether consum er injury and illness com plaints 

..” ,,,. II . . -ia” received by a dietary firm  should be referred to com petent m edical authorm es~LDSHI?A - ,^_>. “, 

amends Section 402 (g)(2) of the Federal Food, D’rug and Cosm etic Act^(“the Act”), 21 

U.S.C. 342 (g)(2) to provide that “[tlhe Secretary m ay by regulation prescribe good 

m anufacturing practices for dietary supplem ents and that [such] regulations shall be m odeled 

after current good m anufacturing practice regulations for foods and m ay not impose 

standards for which there is no. current and generally available analytical’m ethodology.” 

Thus, imposing GMP requirem ents for dietary supplem ents which exceed the adm ittedly 

m ore stringent drug GMPs would not com ply with Section 402 (g) (2) of the Act. In’its 

review of this and other safety-related issues in this Docket, such as m anufacturer review of 

the safety of a specific supplem ent, FDA should recognize that the product category of 

lawfully m arketed dietary supplem ents, when used according to labeled directions, has a ’ 
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history of safe use. Apart from these general comments, specific remarks~on aspects of the 

industry proposal and the FDA questions are discussed below. 

II. DI 1 I_ 

3. Rexall Sundown has comments on the portions of the Industry Proposal under the 

1 1( ,^., 
section, Production and Piocess Conhols.~ .‘P;tSeiAidd’(c) (7j,‘“1Er&dliiig ri&d’s”t&age of 

raw materials, in-process materials and rewdrk, Rexall Sundown supports the FDA 

position the each lot of raw material, in-process and reworked material’that is liable to 

adulteration should be examined against specifications to ensure compliance with apphcable 

FDA regulations. To further promote quality raw materials, the Company supports FDA’s 

proposal that in lieu of such examination by the manufacturer, a guarantee or certification of 

examination may be accepted from the supplier of a component, provided that the 

manufacturer establishes the reliability of the supplier’s examination. With respect to raw 
: . 

materials and other ingredients susceptible to adulteration with aflatoxin and other natural 

toxins, FDA should, in a proceeding outside this Docket, establish defect action levels 

(DALs) for specific natural contaminants that are identified with specific dietary ingredients. 

This practice is followed by FDA for conventional foods’ and would be appropriate for 

dietary supplements. 

’ Consistent with FDA’s approach with DALs for conventional foods, listed DALs for dietary ingredienk Guld .*.. .>* \- I be periodically lowered as technology @%niits. & 21 ~F~IIjK”l la. ‘*’ .” ” ’ - 
_.__, _b,” 

” . 
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4. Production and Process Controls, Section (d) (5) Manufacturing operations, 

states that “[mleasures such as sterilizing, irradiating, pas~e~izing, freezing, rd%g&&g, _,-.. ..‘ _ ,‘ 

controlling pH, etc. shall be adequate under the conditions of manufacture, handling, and 

distribution to prevent dietary products from being adulterated within the meaning of the 

Act.” 62 Fed. Reg. at 5705 (emphasis added). However, the irradiation of dietary 

supplement ingredients is disallowed under Section 402(a)(7) of the Act as an effective “‘. ‘~ . . 

means of controlling microbiological contamination, because there is currently no 

authorizing regulation or exemption. Rexall Sundown requests l&A revisit and reevaluate 

the propriety of using irradiation, or other generally acceptable methods of sterilization, of .” .,,_ I.. I,. ‘ ..” _. ., L 

certain dietary ingredients of plant origin when traditional manufacturing measures are _‘” ) 

insufficient to control microbiological contamination2 

5. Production and Process Controls, Section (d) (9) Manufacturing ‘Operations 

proposes that “[elffective measures ,shall,~be @en as necess,aryto protect against the 

inclusion of metal or other extraneous material in prod&t. ‘Compliance with this requirement 

may be accomplished by using sieves, traps, magnets, electronic metal detectors or other ._ l”%>~*e.,. . “*“rb, ,->7 “b. .,^ ? 

suitable means.” Id. It is Rexall Sundown’s experience that contamination of its dietary 

supplement product line with metal and other extraneous material that might be detected by 

* Rexall Sundown understands that FDA would need to proceed by separate rulemakng to &h&ize usi of. 
irradiation. & generally, P&-t 179 - Irradiation in‘ the Pr6duction,.P?qces@i “d Handling df Good. 
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sieves, traps, magnets, electronic metal detectors and other suitable effective^means &highly .,, \“,‘I’̂ ,, /^ ; 1*1*1*, ; vi_ , , ” 

unusual. Moreover, manufacturers are typically able to identify the particular piece of 

equipment that is the source of the metal contamination. For these purposes, the use of a 

portable metal detector is an effective and suitable means to protect against the’inclusion of 

metal in product. G iven the rarity of metal contamination, the ability to isolate the source of 

contamination, the effective use of portable metal detectors and the high costs associated with , .,- i “_, 1 , 

use of stationary metal detectors on a plant-wide basis, Rexall Sundown respectfully requests 

that the first sentence of this provision should be modified as follows: 
“,. ..,I .^,_ ‘_ -____; 

“Effective measures shall be taken as necessary to protect 

against the inclusion of metal or other extraneous materiai 

in the product when there is reason to suspect that the product 

is contaminated by metal or other extraneous material.” 

III. FU3SPONSE”TO FDA QUESTILONS 

6. Question 1 asks if there is a  need to develop specific DALs for $ietke ~ 

ingredients. Rexall Sundown refers to its response in paragraph 3 above supporting FDA 

issuance of DALs and notes that the need for’DALs is most likely for bota%%l ingredients,- ” 

which like spices and certain plant-derived foods, are susceptible to unavoidable ‘defects. 

Rather than prohibit the dietary ingredient as an adulterated food, al lowances should be made 

that would allow for reasonable use of the dietary ingredient while’protecting the public 

DOCUIlVSlt2 5 
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against natural or unavoidable defects that pose hazards to health. FDA’s role m identifying 

botanicals at risk for defects is important because not alI com pari&S m ay have- sufficient 

laboratory equipm ent and technical expertise to identify and quantify potential defects. 

7. Question 2 requests comments on appropriate testing reqhremenk to 

provide positive identificatioti of diehrjr ingrediehh, pirti&larljl pladt &akrial$ k&d . ,. 

in dietary supplements. Rexall Sundown believes it is unnecessary for FDA~to“piom ulgate 

specific testing requirem ents for this purpose. Regulatory specification of dietary ingredients 

in u, herbals assum es that specific dietary ingredients should be ~qualified i;;l ali botanical- 

derived supplem ents--a prem ise which m ay not be appropriate for all botanicals: For 

exam ple, the active constituent “of choice” in Echinacea purpurea has changed over tim e. 

Rexall Sundown has also experienced that laboratories of high repute “reasonably differ” 

over what constitutes an appropriate m arker in certain plant m aterials. M oreover, analytical 

m ethodology to identify plant m aterials continues to evolve. DSHEA requires that dietary 

supplem ent GMPs m ay not impose standards for which there is no current and generally 

available mdyticall methodology. ‘.& SeEtion (@ (9)i21 o~tie~xci; ~c6cGgri;~y, an pDA~ ., 1 

designation of specific testing requirem ents would have to be updated regularly as ’ _ ,. 

m ethodologies evolve. Rexall Sundown subm its that the decision as to what constitutes 

adequate testing to identity different types of ingredients shouldbe ‘l&to the~scientific and .*” 

technical expertise of the m anufacturer. Also, testing requirem ents m ay attach to vendors i 
. . . 3 , .., 

asked to provide raw m aterial guarantees to the m anufacturer under the proposed Production 
,.. : 
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and Process Control provisions of the CGKIP. “For exam ple,“botanic‘gl’venddrs could develop - ” 

plant reference standards and confirm  botanical identity on Certificates of Analysis supplied- 

to m anufacturers. 

8. Question 3 requests comments on standards that tihould’bk tiet iif&ktiifyiti~ 

that a dietary ingredient or dietary supplement is not corit‘titiinated ‘titih’filtli; thXif”Ks __ 

Certification by the supplier is sufficient with appropriate steps taken to coiifi’rm’reliability of 

the supplier’s certification process. Confirm ation of reliability can be accom plished by the “, 

m anufacturer with a variety of m easures, including & , “due diligence” review of vendors, ’ 

additional independent analyses, audits conducted in-house by the supplem ent m ariufact;r’er,A’ “. ” 

. ,) .,.. and vendor-supplied analysis from  m anufacturer-selected independent laboratories‘to confirm  ’ .L 

in-house results. W ith respect to the Agency’s inquiries on standards to avoid 

m icrobiological contam ination, there are currently in place general m icrobioiogical assays in 0 _ 

the United S tates Pharm acopoeia (“USP”) that Rexall Sundown has.‘found-~eneficial‘in 

assuring that its products are free from  unsafe m icrobiological agents. There are’also . 

..“_ ,_ ~ m onographs with standards of identity for‘m ariy ‘dietary ingredients in‘the USPwhichhelp 

assure specified quality and identity standards.’ 

7 



, .I * ,‘; ’ I/,‘:_‘.1 .i ,I_ ,. y :y. a I I >,i I..‘ ‘_, I”,, I -:.., 
I’ I ,“L, >,, /. 

Rexall Sundo,wn, Inc. Comments ’ ’ 
Docket No. 96N-0417 .’ 
June 6,1997 s 

pas 8 

9. At Question 4 the Agency asks for comments on whether the CGMP should’ 

include requirements for manufacturers to establish ‘procedures to dociiment th’at‘the” 

procedures prescribed for the manufacture of a dietary supplement are followed on a 

continuing or day to day basis. Rexall Sundown does not-believe there is a’ need for GMPs 

to require a manufacturer to establish still further procedures to document that its standard 
” 

operating procedures are followed on a continuing or day-to-day&&. This requirement _“. ,. I, I -_ ,.. ‘.. ,;. + 

would be redundant to actual practices and poses‘unnecessary administrative ‘burdens on ’ 

dietary supplement companies. As a practical matter, following SGPs is vital to assuring that 

products are safely and properly manufactured; deviations from  SGPs result in faulty .- _-I,_ _ ~.~,_III ., _ i_,i* “_,, -““-i^ 

products that may be adulterated and/or m isbranded, and thus subject to safety issues, 

regulatory action and recall. 

10. Question 5 asks for comments on‘whether dietary supplement CGlViP 

should require that reports~of injuries or il lnesses to-a firm  be”e?aluatedby &m&tent . ’ 

medical authorities to determine whether follow-up ‘a&ion ;$“n&ess&y*to protect the 

public health. As mentioned at paragraph 3 ‘above, Rexall Sundown opposes this 

suggestion on the legal grounds that it is outside the, authority of D’SHEA, and is ‘not even’ 

required by Part 2 11, “Current Good Manufacturing Practice for Finished 

Pharmaceutical,“3as well as on practical considerations related to its experiences with 

3 
. 

2 1 CFR 2 Il. 198 requires that written procedures for complaints include provisions for review to determine 
whether the co&plaint represents a serious and unexpected adverse drug exp&knce which is required to be 
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consumer  comp la in ts. In  those  lim ite d  instances t i l iere in jury o r  i l lness3s repor& l  to & e  ’ ‘i 

company , th e  repor t genera l ly  re la ted to  m inor  comp la in ts, a n d  fo r tu n a te ly~  n o t to  ser ious 

consumer  has  a l ready  b e e n  eva lua ted -be  a  c o m p e te n t m e & & l a u thority. ’ ” ” ; ,_ . 
,,, /.., _*  

shou ld  requ i re  m a n u fac turers  to  es tabl i ih  ‘procedures  g o  td e n @ , ev& i tite  2 n d  P & p tii&  I’ ’ 
to  p o te n tia l  sa fe ty concerns  with d ie tary  ingred ien ts. In  add i t% &  thk  F D A  & lG  fG  _  ’ ‘;’ --. 

c o m m e n ts o q  w h e the r  it shou ld  requ i re  th a t such  a n  evS lua ti& i b e  d b & i G n tkd ‘id’s i 

firm’s records, a n d ,  i f  so, w h a t  type o f  records w o u l d  b e  a.-‘.i6’io ‘di i ; i t i i i i ;nt&. i t‘~ -_  ., 
‘b” ’ 

such a n  eva lua tio n  h a d  occu r&d .” Unde r  th e  A ct, -d ietary supp iemen ts~  l ike al l  foods ; m u s t^  1 ’ I :, ^  * . ‘jr “- >  ’ 

states th a t “[a ] fo o d  shal l  b e  d e e m e d  to  b e  adu l te ra te d  . . . ifit p resen ts a  signif icant o r  

-, .““/ ./( _ ,‘,,.I. L  un reasonab le  r isk o f i l lness or  in jury unde r  cond i tions  o f use  r e c o m m e n d e d :or  sugges te d  in  

label ing,  o r , if n o  cond i tions  o f use  a re  sugges te d  or  r e c o m m e n d e d  in  label ing,  unde r  

ord inary  cond i tions  o f use .” The  A ct e ffec tively a l ready  ‘requ i res  th e  m a n u fac turer  to  -  

i den tify, eva lua te  a n d  cons ider  p o te n tia l  sa fe ty concerns  fo r  lawful ly fo rmu lzued  a n d  labe led  

d ie tary  ingred ien ts. To  th e  ex te n t th a t F D A  is p ropos ing  fo r m a G e d  p rocedures  a n d  F D A  ” “’ 
. ,: 

rev iew o f th e  m a n u fac turer’s sa fe ty d a ta  th a t wou ld  b e  gene ra te d  respons ive  to  such  

r e p o r te d  to  th e  F D A . This  sect ion di j :es,nbj  d e l e g a te  i t ive&jat iok responsib;I i ty tb  o & id6  “c ~ c $ i ~ & e n ~  mkh i cX~‘ ^ ’ -  
a u thori t ies.” _  ^ ” . 

D o c u m e n t 2  9  
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procedures, the Agency would; as a practical’mat&; be imp&&g preck&ance and post- ’ 

surveillance requirements for supplements that exceed the statutory provisions of DSHEA. 

are necessary for computer controlled or as$isted oljerations. ‘Yi?J%’ is’ariother ‘instance “- L .- ., / , ,. I I _ . 
where technology is rapidly evolving and a manufacturer electing to ‘use ~&ware programs 

and equipment should be required to implement reasonable internal procedures to determine 

if computer controlled operations are functionmg‘ properly. FDA shour”dalso redogni& ‘that .’ 
, 

there are other “checks and balances”‘to confirm vaiidity of cor$%iter controiled operations -’ 
,_-. 

_ ,., 

in the traditional assays that are performed on finished dietary supplements to ensure a 

content uniformity, and qualitative and quantitative evaluation of d$a& in@$dients. ‘Also,‘” ._’ 

while dietary supplements must meet specified label claim, the USP recogniies n&or I 

deviations in amount ofactive’diet‘ary ingredients that are not ahowed by USP for- _ 

pharmaceutical entities with more narrow therapeutic and toxicity ranges. Thus, any minor 
*i A? .A (. _ A _ ‘_ variation in the ansounn of-ac&e $&$ed~ent that “mi$it be r&&l! fron? $ computer-generated ‘. ..” ,“‘. ,‘ .” _ . . *I^.*..x p ,, . l.ll ,.i.^I. . ,.) “...,, “_ . . _ _. I 

deviation md f-.1! ,oufF-+e’ofpio;lir& sp~cisc~tio~~‘~~~~~ f&i;iSjb” b’ “&jiL&fy 5;;;1$ not p&ii’; _ -’ “‘ 

safety issue. 

13. Questions (8) and‘(g) ask for comments dn ‘whether”Hq&d &%$%‘s &-iti&i 

for the dietary supplement industry. After reviewing HAACP, ‘which-is currently 
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required only for the seafood industry, Rexall Sundown rejects HAACP as being appropriate 

for dietary supplement manufacturing operations. Dietary supplements enjoy a safe history 

of use, and HAACP principles are -utilized to identify and ‘address hazards.that are reasonably 

expected to occur with a particular product category, based on “w microbiological ._ 

contamination that can result in food-borne illness. As a practical matter, CGMPs have well 

served the dietary supplement industry. The proposed broad-based industry CGMPs will 

further promote safe, quality supplements and assure the public that all lawfully marketed 

dietary supplements have been manufactured according to a baseline standard of &ality. .,~ “. 
“. 

IV. CONCLUSION ’ 

14. Rexall Sundown appreciates the opportunity to comment on the FDA’s ANPRM “’ :’ 

to implement CGMPs specific to dietary ingredients and dietary supplements. As noted ~, )I.“.r P 

above, Rexall Sundown is in general support of the published industry proposal and _a ” ^ / r I 0 _” ;_.a., ._. x^I I / 

appreciates the complexity of the Agency’s task in this Docket. Certain aspects of the ’ 

ANPRM, however, call for Agency action that goes beyond the statutory authority of the Act. ,^ 
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Respectfully submitted, 

Rexall Sundown, Inc.: 

and .I ^ ,, ,, .; I., Richard Werber 
Vice President and General Counsel 

Deborah Shur Trinker 
Director of Regulatory Affairs 
and Corporate Counsel 
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